Heatmaps show normalized tag density for (A) PPARα and (B) GR binding sites.
Signals are averaged over 25 bp, centered on peak summits and sorted using a kmeans clustering algorithm (k=5). Motif enrichment in (C) PPARα GW, (D) GR Dex, (E) GR and PPARα co-bound peaks vs PPARα -unique peaks, (F) GR and PPARα co-bound peaks vs GR-unique peaks. Hepatocytes were serum-starved for 24h a^er isolaJon, incubated for 3h in the media mimicking fasJng (le^) or fed state (right) and sJmulated with ligands (1μM Dex, 0.5μM GW) a^er switching media to fed (le^) or fasJng (right). Fold inducJon upon combined ligand sJmulaJon was compared with single ligand treatments using one-way ANOVA and Dunneg's test (*, ** and *** denote p-values < 0.05, 0.01 and 0.001, respecJvely, n = 3). (B) The response to GR-and PPARα-agonists upon fed to fast transiCon in primary mouse hepatocytes depends on novel protein synthesis. Cells were sJmulated in a medium mimicking a fast state a^er 3h pre-incubaJon in a medium mimicking a fed state. Here, relaJve expression levels are depicted. Le^ panels: sJmulaJon in the presence of solvent controls, Right panels: sJmulaJon in the presence of cycloheximide (CHX, 20µg/ml). NI -solvent control, DexDexamethasone, GW -GW7647 (PPARα ligand), DexGW -combinaJon of Dexamethasone and GW7647. injection with either solvent or with Dex (2mg/kg) and GW (2mg/kg) for 4h. After sacrifice, livers were collected, snap-frozen and further processed for mRNA analysis via QPCR. Household genes were selected via GENORM and relative expression levels were calculated.
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Primary hepatocyte culture
After isolation cells were seeded on 15 cm Petri dishes coated with rat-tail collagen (BD Biosciences, cat. 354236) at the density of 15x10 6 or on collagen-coated 6-well plates (BD Biosciences, cat. 356400) at the density of 0. For experiments involving fed to fast and fast to fed transitions cells were starved in serum-free Williams medium for 24h, transitioned to either fed or fasting media for 3h
and stimulated upon alternating media from fast to fed or fed to fast. For experiments involving AMPK inhibition, 10 μM of dorsomorphin (Sigma, P5499) was introduced immediately after the 24h incubation in Williams medium.
ChIP
Cell pellets were lysed with 500 μl of lysis buffer (0.1% SDS, 1% Triton X-100, 0.15M NaCl, 1mM EDTA, 20mM Tris pH 8) supplemented with protease inhibitor cocktail (Pierce, cat. 88265) and sonicated 30x (30s on/ 30s off, high intensity) using a AGTGGACCAGGACAAAGGTCACGTTCGGGA. Supershifts were done with 1 µg of anti-GR (Santa-Cruz, H300), anti-PPARα (Santa-Cruz, H-98) or normal rabbit IgG (Santa Cruz, sc-2027) . DNA-protein complexes were resolved in 4% native acrylamide gel and visualized with Odyssey Infrared Imaging System (Licor).
Metabolomics data analysis
Metabolites were quantified using area under the curve. Missing values, if any, were imputed with the minimum observed value for each compound and scaled by dividing with a median across samples. Pairwise statistical analysis was performed on log transformed values using Welch's two-sample t-test and p-values were corrected for multiple testing using Benjamini-Hochberg procedure. Significantly regulated FAs were extracted using 10% FDR as a threshold and visualized on a heatmap (Fig.   4A ). To assess the global effect of ligands on FA metabolism, FAs significantly regulated by any of the ligands were grouped together and compared across treatments using Welch's t-test with a Bonferroni correction (Fig. 4B) .
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